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Dear Mr. Satir: 

This responds to your citizen petition dated March 3 I,2005 (Petition), .and your related comment 
dated June lo,2005 (Comment), both submitted on behalf of Aventis Pharm~eeuticals Inc. 
(Aventis), concerning the approval of abbreviated new drug applications (ANDAs) for 
leflunomide. Aventis holds the new drug application @IDA 201905) for the reference listed drug 
(RLD) for leflunomide, which is marketed under the brand name Arava. A&a is commercially 
available in 1 O-milligram (mg) and 20-mg strengths. Aver&is also distributes lOO-mg tablets, not 
available in pharmacies, but available free to physicians in blister .paGks of three tablets. 

In the Petition, you request that (1) if an ANRA applicant is not seeking approval of a 1 00-mg 
leflunomide tablet that is bioequivalent to Arava 1 00-mg tablets, the Food. and Drug 
Administration (FDA or the Agency) require the applicant to perform in viva bioequivalenee 
testing to confirm that five of its 20-mg tablets are bioequivalent to one Arava 1 OO-mg tablet, 
and (2) the Agency withhold final approval of any leflunomide ANDA that either (a) does not 
seek approval of a 1 00-mg leflunomide tablet that is bioequivalent tom Arava ‘I OO-mg tablets or 
(b) does not establish in vivo bioequivalence between five 20-mg le~~omide tablets and one 
Arava 1 00-mg tablet. 

For the reasons that follow, the Petition is denied; This decision is based ona review,of the 
Petition and the comments submitted in response to it,’ as well as other information available to 
the Agency. Generic leflunomide product lines that provide the 1 0-mg and/or 2U-mg strengths 
that contain the same labeling as Arava .are not compelled to also provide the lOO-mg tablet. 
Moreover, a generic sponsor of a 2%mg leflunomide tablet who has ~demonstrated 
bioequivalence to Arava 20-mg tablets, is not also required to demonstratebioequivalence of five 
of the 20-mg generic leflunomide product to one Arava lOO-mg tablet. 

’ These include comments submitted by Kali Laboratories, Inc. (Kali]~ dated May 12,2009 (2005P-0127/Cl), 
comments submitted by Olsson, Frpnk and Weeda, P.C., dated May 18,200$ (2005P&27/C2), and your Comment 
referenced above (ZOOSP-0127/RC1). 
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I. BACKGROUND 

A. Fwtual Ixkfornlation 

Leflunomide (Arava) is a pyridimine synthesis inhibitor that is indicated in ‘adults for the 
treatment of active rheumatoid arthritis.(RA) to reduce signs and symptoms and to retard 
structural damage. Leflunomide is metabolized to one primary active~metab&e (Ml) that is 
responsible for essentially all of its in vivo a@&. Ml is eliminated by further metabolism and 
subsequent renal excretion as well as by direct biliary excretion. Ml ,bas a h&?-life of f 5 days. 
The usual daily dose of leflunomide is 20 mg. Eeeause of the long h&f-life o-f&0, however, a 
loading dose of 100 mg per day for 3 days is recommended in Arava’s approved labeling to 
quickly reach steady state plasma concentrations of Ml. The use of a loading dose is not 
essential to the effective use of the product, and elimination of the loading dose may decrease the 
risk of adverse events.2 

Bioequivalence between five 20-mg tablets and one 1 OO-mg tablet of Arava has not been 
established. Arava IOO-mg tablets have a formulation that is not propo~~o~~ly similar 
relative to either the 20-mg or ‘the 1 OSmg tablets3 FDA’s pu~li~atio~~~~~~~v~~ Drug 
Products With Therapeutic EquivaEetzce Evakations (commonly refevd to as the Orange 
Book) lists both the 20-mg and the IOO-mg tablets of Arava as the reference listed drugs 
(RLDs) for lefhmomide tablets. FDA wouldnot waive the.requirement for the submission of 
evidence measuring the in vivo bioequivalenee of’five 2O-mg leffunomide tablets (or ten lo- 

2 The DOSAGE AND ADMNISTRA TION portion of Arava’s labeling states in part the f?llowing: 
Loading Dose 
Due to the long half-life in patients with RA and recommended dosing inrerval{24 hours), a loading dose is 
needed to provide steady-state concentrations more rapidly. It is recommended that ARAVA therapy be 
initiated with a loading dose of one JO0 mg tahlet,,per day for 3 days. 
Elimination of the loading dose regimen may de&a%? the risk of adverse events, This could he especially 
important for patients at increased risk of hematomgic or hepatic toxicity, such as.those receiving 
concomitant treatment with methotrexate or other immunosuppressive agents or on such medications in the 
recent past (see WARNINGS - H~patotoz&ity). 

Loading dose is also referred to in the following portion of the labeling: 
Absorption 
Following oral administration, peak Jevels of the active metabolite, Ml, occurred between 6 - 12 hours after 
dosing. Due to the very long half-life of Ml (-2 weeks), a Joading dose of 100 mg for 3 days was used in 
clinical studies to facilitate the rapid attainment of steady-state levels of Ml. W&hout a loading dose, it is 
estimated that attainment of steady-state plasma concentrations would require nearly two months of dosing. 
The resuhing plasma concentrations following both loading doses and contJnuedclinicsJ dosing Indicate that 
M 1 plasma levels are dose proportional. 

3 The 20”mg anal IO-mg tablets are:proportio&lly similar. (see NDA 20905, Clinical Pharmacology and 
Biopharmaceutics Review(s) (attached at Tab 2 to the Petition) at 3). The ~~~-rn~‘~nd.2~-~~ tablets are not 
proportionally similar (see Leflunomide Tablets, NDA Amendment/Biophanmaceuti~a~ Ififormation, NDA #20- 
19015, enclosed with letter dated June 23, 1998, from.Quintiles to Sandra Ci>ok, Divisidn of Anti-Inflammatory, 
Analgesic, and Ophthalmologic Dtig Products, FDA (attached at Tab 3 to the Petition) at 10). For a detaiied 
definition of dose proportionality, see p. 11 of the gu@nce for industry on Bioavailabirity avrd Bioequivalence 
Studies for Oraily Administered Dryg Prodk&-General Considerations. Proportionality and nonproportionality 
of dosage strengths are important when considering bioequivalence requirements (e.g., ~&en granting waivers of in 
vivo bioequivalence studies for a lower strength or strengths of a drug Product), 
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mg tablets) and a 1 00-mg tablet if an ANDA ?pplieant proposed-to reeo~end using five 20: 
mg tablets (or ten lo-mg tablets) instead of a f OO-mg tablet for the loading dose. 

Arava was approved on September 10, 1998, at lo-me;, 20-mg, and lOO-.mg strengths.4 As a new 
chemical entity, Arava had 5-year exclusivity under-section 505~~(~~~~~~i~) ofthe Federal Food, 
Drug, and Cosmetic Act {the Act (21 U.S.C. 355 Q)(S)(F)(ii)), during which time no generic 
applications could be submitted, 2 Because FDA determined un&r section. 505A of the Act that 
Arava was entitled to pediatric exclusivity, the period of exclusive marketing was extended 6 
months (i.e., until March 10, 2Q04).6 

In January 2002, in a letter to pharmaeentical buyers, Aventis announced its decision “to 
discontinue [the] 100 mg Arava@ (lefhmomide) tablets trade package.” ’ As your Comment 
acknowledges, Aventis no longer se@ the 1 Ohmg s~engthof the product (Comment at 2). 
Aventis does, however, continue to make the IOO-mg prod~et-availably free .to physicians (~LL).~ 
As acknowledged in comments submitted to the docket, generic drug applicmts seek approval of 
the IO-mg and 20-mg strengths of 1efXmomide. 

4 In 2002, in a citizen petition, Public Citizen asked the Agency to remove Arava from the market, based on the 
claim that its adverse events compared unf&orably v&h older treatmems for rheumatoid arthritis. In 2003, an 
advisory committee meeting was held to consider thesafety of the product. On hiarch 23;2904, in a formal 
response to the 2002 citizen petition, FDA announced that it continues to regard the Product as safe (see Docket Nc. 
2002P-0 139/CP 1). 

5 Arava also had S-year exclusivity under section 50$@)(3)(E)(ii) of the Act. The Act’s S-year exclusivity 
provisions state that no ANDA (or new drug application under section ‘505(b)(Z) of the Act (505(b)(2) application)) 
that references an NDA with such exclusivity can be submitted to FDA for S years after the date of approval of the 
NDA, except that an ANDA (or 505(b)(2) application) can be submitted 4 years aRer the date of the NDA’s 
approval if it contains a certification stating that one QT more patents cl~irn~~~‘~,e drug described in the NDA, or use 
thereof, is invalid or not infringed (a paragraph IV certification) (see sections ~~~~~~5~~F~i~ a&l 505(c)(3)(E)@) of 
the Act). Such patents are listed in the Orange Book. Although a patent had been Previously listed in the Orange 
Book for Arava, no patents were listed for Arava on or after the fourth anniversary of its approval, and no paragraph 
IV certifications were submitted in any ANDA for a generic Ieflunomide product, Accordi&&, Arava enjoyed the 
full 5-year period of marketing exclusivity afforded by sections 505ti)~5)~F)(ii~ aud 5~S~c~3}t~)~ii~ of the Act. 

6 Your Petition was submitted apprcximatdy one year after this date. One commenter notes (see 2005P-0127/U at 
1) that this would be at the end of the normal ANDA review cycle for an ANDA ~~brni~~ .on or near the date 
ANDAs were first eligible for submission, suggesting that the Petition intends (at least in part) to delay generic 
competition. We alsonote that the majority of the citations in your Petition are many years old, and were available 
to Aventis well before the petition was submitted. 

7 See http://www.aventis.custservices.com/news.asp’@=lO3. For a brieftime FDA listed the 100-mg Arava 
product in the Discontinued Drug Produet List ofthe.Qrange Book, but it is now listed again in the Orange Book’s 
main Prescription Drug Product List. 

* See also http://www.arava.comfession~about-~av~initiation.do?w~i~~ 1 q 
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B. Relevant Statutory Baekgraund 

1. Summary of Approval Process 

Under the Act, sponsors seeking to market innovator-drugs ,must Elrst obtain FDA approval by 
filing an NDA. NDAs contain, among other things, extensive scientific data~demonstrating the 
safety and effectiveness of the drug (see sect-ions SOS(a) $nd (b) of the Act). The NDA applicant 
is also required to submit certain patent information to FDA; the Agency publishes patent 
information for approved drugs in the Orange Book. 

The Act permits applicants to submit ANDAs for. approval of generic v&sions of approved drug 
products (see section 505(j) of the Act). The ANDA process shortens the time &nd effort needed 
for approval by, among other things, allowing the applicant to derno~~~at~ that its drug product 
is bioequivalent to the innovator drug, rather than reproduce the saGety and electiveness data for 
the innovator drug (see Eli Lilly and Co. v. ~~d~u~ic, Inc., 4% U.S. 66 I, 676 (1990)). The 
timing of approval of an ANDA depends in part on statutury patent Iisting, pate@ certification, 
and exclusivity protections added to ‘the Act .by the 1984 Drug Price Carn~t~ti~ and Patent 
Term Restoration Act (Hatch-Waxman Amendinents), Pub. L. No. g&417,98 Stat. 1585. 
As mentioned above, by operation of the exclusivity protectiops afforded under the Act, ANDAs 
for leflunomide were not eligible fur submis&on until March 1,0,2004, 

The Act generally requires ap ANDA applicant to provide, amang other things, information to 
show that the generic, drug is bio~q~~v~ent~‘to the RLD (see 2 1 USE. 355@(2)(A)(iv)). When 
there are multiple strengths of a prodpct, this refers to bioeq@valence d&w&en the.same strength 
of the ANDA product and the RLD.i41’ There isno requirement for an ANDA sponsor to 

9 Section .505Cj)@){B) of the Act provides that a generic drug shall be considered to be bioequivalent to the listed 
drug if: 

(i) the rate and extent of absorption of the drug do not show a significant diiere~% fkom the rate and extent 
of absorption of the li.stt?d drug when adminjstere~ at the same molar do.& ofthe tl%%apeuti$ ingredient under 
similar experimental conditions in either a singIe r&se or multiple doses; or (ii) the extetit~ of absorption of the 
drug does not show a significant difference from&e extent of absorption of the listed drug when 
administered at the same molar dose of the therapeutic ingredient und& similar ~pe~~e~~ conditions in 
eithei a single dose or multiple doses and the dif$qence from the Wed drug in t&e rate of absorption of the 
drug is intentional, is reflected in its firoposed labeiing, is not essential td the a~~~~nt of effective body 
drug concentrations on chronic use, and% considqed medically insignificant foi the drug. 

lo The preamble to our 1992 final rule cm ANDAs explains that, “In some instances,..such-as the submission of an 
ANDA for a product with multiple’ strengths, there may be more than one reference Iisted@ug. In these instances, 
FDA considers each strength to represent a diff~rer&@ug product and will requira an ANDA applicant to 
demonstrate that each proposed Wg product is bioequivalentto its corresponding reference listed drug” 
(Abbreviated New Drug Application Regulatiom; Final Rule, 57 FR 17950, Aprij 28, 1992). 

” ORen the showing of bioequivalence can be accamplishhed without the submissjon of an in viva study. FDA’s 
regulations describe when FDA may ,waive in vivo bioequivalence stuck on dif%rent strcsugtbs of a drug in the 
same dosage form: 

The drug product is in the same dosage form, but in a different strength, and is pr~o~io~~~y similar in its 
active and inactive ingredients to &other drug product for which the same ~~~f~torer has obtained 
approval and the conditions in paragrliphs (d)(Z)(i) through (d)(Z)(%) ofthis sec$ion are met: 
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demonstrate equivalence between diEerent strengths of its own product line.“’ Assuming that 
the other requirements applicable to ANDAs (which are not at issue here) are satisfied, FDA 
must approve the ANDA unless the information submitted in the ANDA% insufficient to show 
that the generic drug is bioequivalent to the RLD (see 21 USC, 355~)~4~(P)~. 

The Act also requires an ANDA applicant to provide, among other.things, information to show 
that the labeling proposed for the generic drug is the same as the labeling approved for the RLD, 
except for changes required because of differences approved under an ANDA suitability petition 
or because the generic drug and the RLD are~produced or dis~ibut~ by different manufacturers 
(see 2 1 U.S.C. 355cj)(2)(A)(v)), Examples of these changes are listed & 2 1 CFR 
3 14.94(a)@)(iv), although this list.is not exhaustive.‘3 Differences in ~abel~g that may result 
because a generic drug and the RIDare produced or distributed by &f&rent manufacturers 
include, but are not limited to, differences in the labeledname, address, and phone number for 
the drug manufacturer; differences in labeled colors; differences in the- labeled indications for the 
drug (e.g., if the RLD had existing, exclusivity for a particular i~~i~a~on~; and differences in the 
drug’s labeled strengths (e.g., if a generic manufacturer does not seek approval for all strengths 
approved for the RLD) (this point is discussed further in section 11 below). 

II. DISCUSSION 

You believe that FDA has accepted ANDAs seeking to market IO-mg and 2%mg tablets but not 
lOO-mg tablets of leflunomide. You claim that the productsdescribed in these ANDAs would 
have no 1OOcmg tablets to refer to in theirlabeling (Petition at 2). You,main~in that the 
approved labeling for Arava.contains important dosage and ~m~istr~ti~~ information regarding 
a 1 00-mg loading dose and that le~~omide:ANDAs must *likewise ~ont&n such labeling 
(Petition at 4-5). You assert that this information is not the type of isolation that can be 
omitted from ANDA labeling simply’because the reference drug and the ANDA drug are 

(i) The bioavailability &this other drug pro&t has b&n measured; 
(ii) Both drug products meet an appropriate in vitro test approvtjd by FDA; and 
(iii) The applicant submits evidence showing that both drug products are 
proportionally similar in their active and inactive ingredients. 

(2 1 CFR 320.22(d)(2)). 

I2 Both the Act and the bioequivalence regulations (see 2 1 CFR Part 320) refer only to bioequivalence between the 
subject of the ANDA and the RLD. 

I3 See, e.g., February 15,2002, response to Donald 0, Beers, David E, Kom, William J. McNi~h~l, Marc J. 
Scheineson, and Tracy Zurzolo~Frisch regarding Docket’Nos. OOP-155O/CPl & PSAl and OIP~O42g/CPl & PSAI 
concerning generic cefuroxime axetil,products, at 18 (“The plain language of $3 ~4.94(a~(~)(~~) explicitly 
recognizes that these differences bated in the regulation are examples; therefore, $3 14.94(~~(S)(iv~ recognizes that 
there are other differences in labeling between generic drug products and reference listed chugs that are permissible 
due to the fact that the generic drug product and reference listed drug product are produced or distributed by 
different manufacturers”). 
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produced or distributed by different manufacturers and the ANDA rn~uf~~er does not make a 
100-mg tablet (Petition at 3 and Comment at 3). Finally, you c&m ~a~.orn~s~io~ of the loading 
dose information may render the generics less effective than Arava (Petition at 3 and Comment 
at 3). 

Your argument seems to be based on a false premise, na.mekyk that if a particular generic 
manufacfurer recommends in leflunom~de labeling a loading dose of&O mg ‘for three days (3 x 
100 mg), the manufacturer either must (1) provide its own iOO-mg produr;l; or; (2) recommend 
using five of its 20-mg tablets. You incorrectly speculate that gene& sponsors will attempt to 
either replace the 1 00-mg tablet loading dose,with a loading dose of five 20-mg tablets or 
remove mention of the loading dose from the label (Petition at 3)‘ In the rest of the Petition, as 
well as in your Comment, you argue that repiacing the lOO-mg loading dose with a loading dose 
of five 20-mg tablets should require an in vivo bioequivalence study, -8nd that it is legally and 
medically inappropriate to remove mention of the loading dose Erom the label, You seem to 
ignore a third possibility: that the fabeling fw a generic M%rnomide product can recommend a 
loading dose of 3 x 1‘00 mg that can be accomplished by the use of an approved 1 00-mg tablet 
from a different manufacturer.. Given the unusual manner in .which t&e 1~0-~g,~b~et ‘for the 
loading dose has been distributed by Aventis (i.e., in blister pa&s of 3, for free and only to, and 
at the request of, a physician) and the fact there are circumsmces when a loping-dose should 
perhaps not be used, we do not find it unreasonable for a generic m~~fact~er to elect to market 
only the other dosage strengths. 

A generic sponsor that markets only 20”mg and 1Wng leflimomide tablets must have the same 
labeling as the RLD, except for diffemnces that would be permitted under 2 1 “USC. 
355@(2)(A)(v), discussed in subsection LB.2 above. As does the approved labeling for Arava 
(see footnote 2, supra), approved l&eiing for generic leflunomide products -would include the 
recommendation of using 1 00-mg tablets for the loading dose, The %OO-mg tablets could be 
either 1 00-mg Arava tablets or 1 OO-mg generic tablets from a different sponsor that have been 
demonstrated to be bioequivalent to the 1 OO-mg Arava tablets, I4 We agree that changes in 
labeling resulting from a difference in manufacturers mnst nut render the.proposed generic drug 
product less safe or effective than the RLD, But we do nut see this as an issue here, for we do 
not intend to permit the labeling regarding use of a lOO-mg tablet for the loading dose to be 
omitted, as you surmise (see Petition at 3 and 5); nor do we see that any change not permitted by 
the Act is needed in this labeling if a generic manufacturer chooses to’m~ket only the 20”mg and 
lo-mg strengths of leflunomide. 

Labeling for generic leflunomide products approved in IO- and 20-mg ~~~~ths may reference a 
1 00-mg leflunomide tablet that the generic sponsor does not produce. As reflected by existing 
precedents, ANDA sponsors may refer in their labeling to products they do not manufactwe, For 
example, the product labeling for the anti-rehoviral drug Videx, (did~osine~,~~layed-release 
capsules makes reference to the package inserts for Videx ~hewab~~/d~sper~~b~~ tablets and 

I4 Your Comment acknowledges that an ANDA appljcant that seeks approval of a 20.mg leflunomide tablet, but not 
a 1 OO-mg tablet, could propose to “refereize [in the drug’s labeI] a 100 mg tab&that ti generic does not 
manufacture” (Comment at 3). You 80 on t&assert th& this option should not be penhitted (M,); however, you 
provide no explanation for your assertion, and, for the reasons discussed in the text above, we see no reasoned basis 
to accept it. 
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Videx pediatric powder for oral solution for i~fo~ation regarding the pediatric dose, Currently, 
the only approved generic didanosine {Barr MDA 77-167) is for a delayed-release capsule, 
which has labeling that makes reference to’the other Videx dosage forms, eveg though Barr does 
not itself provide these other dosage forms. It is also not uncommon for brand name products to 
refer in their labeling to other drugs that are not provided by the sponspr of the brand name 
product (e.g., the labeling of Oncaspar, an Aventis product, recommends its use in combination 
with the following products not made by Aventis: vincristine, rn~~ot~xa~e~ cytarabine, 
daunorubicin, and doxorubicin; also, the labeliug of Eloxatin, owned by Sano&Synthelabo, Inc., 
recommends that it be used in combination v&h infusional 5-FU‘/LVCS-fluorozaracilfleucovorinl, 
which Sanofi-Synthelabo, Inc., does not supply). 

Additionally, there is nothing in the Act or the regulations that requires an ANDA applicant to 
seek approval for all available strengths of the RLD. Both the Act and the re ations state that 
the generic product must be the same strength (singular) as -the listact drug (see 21 USC. 
355@(2)(A)(iii) and 21 CFR 3 14.92 and 3 14,94(a)(6)(i)), im~lying,tha~ each Xstrength of a 
reference product is in some regards a separate. listed drug (see footnote 10, SU~W), It is not 
unusual for an ANDA applicant to doeline to seek appmval for certain strengths approved for the 
RLD (see the June 11,2002, response in Doe-ket Nos. OlP-Q495,02P-0191, and 02P-0252, in 
which FDA permitted ANDAs for tramadol -&at do not provide a low dose for titration that is 
provided by the manufacturer of the RLD)‘. The following products are all .examples from the 
Orange Book (2004 printed edition) in which at least one generic rn~ufa~t~~ has omitted at 
least one strength of the RLD: alprazoiamtablets, ~i~ipt~~~e hy~o~hlo~de tablets, 
haloperidol tablets, hydralazine hy~o~hlo~d~ tablets, hydr~~~oro~i~de ttiblets, meclizine 
hydrochloride tablets, .mirtazapine orally disintegrating tablets, ~ef~do~e~ h~~oc~o~de tablets, 
nifedipine capsules, nitrofumntoin ~~cro~~~~i~e~ capsules, propranolol ~y~o~~oride tablets, 
trazadone hydrochloride tablets, anti thioridazine hydroihloride tablets,‘$ It should be noted that 
the reverse may also be true (i,e,, the reference product may not provide strengths that a generic 
applicant provides (e.g., methyldopa tablets,. propranolol hydrochloride ~blets~~, 

In light of the discussion above, FDA will require the labeling for generic leflunomide products 
to include ‘the labeling approved for the RLD, Arava, conceming,the.use of a 100~mg loading 
dose. Thus, your concern that (1) this lab@ng will be omitted for generic le~~omide products 
that are approved at only 1 O-mg and 20-mg strengths, or (2) the labeling will be changed to 
recommend the use of five 20-mg tablets instead of a lVO-mg tablet absent apprupriate 
bioequivalence data, is unfounded. 

l5 You state in your Comment that another example cited by Kali in its comments on the Petition (2005P0127/CI), 
oxycodone hydrochloride extended release (ER) tabtets, ‘“is inapposite”’ because dose ~~~~~?~a~j~ and/or 
bioavailability were estabhshed for each strength of the RLD (Comment at 3). You note that, in the case of 
leflunornide, dose proportionality has not been estab%shed for all of the &ID’s approved strengths (Id.). However, 
while, as you acknowledge, the labeling for the generic oxycodone hydroohioride ER product includes (as does the 
labeling for its RLD) a statement asserting that dose proportionality and/or b~oav~l~b~~~~ have been estabhshed for 
all available strengths at which the RLD is approved, there isno such claim in kapproved labeling for Arava. 
Therefore, an applicant seeking approval for g~~~c-~~~~orn~d~ tablets need not establish dose proportionality for 
all of Arava’s approved strengths, nor, as explained above, must it demonstrate b~oeq~~val~~ce of five 20-mg 
generic leflunomide tablets (or ten lO-+mg tablets) to one Arava 100.mg tablet. 
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III, CONCLUSION 

It is not necessary for a generic leflunomide sponsor to either produce a lWmg3ablet or 
demonstrate bioequivalence of five 20”mg tablets to pne 1 OO-mg Arava tablet, A generic 
leflunomide product that refers ifi its labeling to a 1 OO-mg tablet (which is av?ilable from 
Aventis) as the loading dose will be appropriately labeled with respect to the loading dose. For 
these reasons your Petition is denied. . 

Sincerely, 

Steven K. Galson, M.D.; M.P&I, 
Director 
Center for Drug ~v~~~u~ and Research 
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